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DEPARTMENT OF THE NAVY
Otflos of the Secretary
Washington, D.C. 20350

SECNAV INSTRUCTION 3900.398

From: Sacratary of the Nevy
To: All Ships and Stations

Subj:  Prowction of Human Subjects

Ref: (a) DOD Directive 3218.2, *Prowetion of Human
Subjects in DOD-Supporwd Resssrch,”

7 Jan 1983 INOTAL)}

{b) DHHS Reguistion, “Prowction of Human
Subjects,” (45 Code of Federsl Reguietions
48) of 28 Jan 1981, as amended {(NOTAL)

(c} FDA Reguistions (21 Code of Federal Regu-
istions subochepwr A, D, end H) INOTAL)

{d) DOD Dirsctive 8000.4, “Ctinical Investige-
tion Program,”” 18 Apr 1976 (NOTAL)

{s} Memorandum of Understanding between the
FOA and the DOD, “investigationsl U of
Drugs by the Dapartment of Defense,”
November 21, 1974 (NOTAL)

() SECNAVINST 5211,5C, “Personsl Privacy
and Rights of Individusls Regerding Recorde
Pertsining to Thamasiver”

{g) SECNAVINST 5212.58, “Dimpossl of Navy
and Marine Corps Records™

Encl: {1} Code of Federal Regulations (45 CFR

46.101(bh)

Resarch Activities Which Mey Bs Raviewsd

Through Expadised Review Proosdures

{2)

1. Purposa. To prescribe policy and assign responsibility
concerning the use and protection of human subjects and
assurance of their personal privacy rights in studies con-
ducied by, within, or for the Department of the Navy in
sccordance with references {(a) through (F).

2. Cancelletion. SECNAVINST 3900.39A.

3. Soopse. This instruction applies to the use of human
subjects in sl medical research conducted by Navy
sciiviiies, regardiess of the source of funding, and in Navy-
supporisd studies conducted cither by other government
activities or contmciors. Iis provisions encompass all bio-
medical and behavioral research which requires use of
human subjects. Such research includes studies of new
drugs, veccines, biologicals and investigational devices.
This instmciion applies to the use of human subjects
whather o5 the direct objects of research or as the indirect
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objecis of ressarch involving more than minimal risk in the
development sad testing of military weapon systems,
vehicles, aircraft snd odher material. The determinstion of
whethas a ressarch protocol involves more than minimal
risk shall be made by review commitises established in
sccordance with paragrsph 10. Nothing in this instruction
shall supersede requirements for health hazard or other
safety reviews required by other DOD issuances or other
DOD Component regulstions. [1s provisions do not apply
10 those research acilvities described in reference (b),
section 46.101b (see enclosure (1)) or to epidemiological
surveys that are of no move than minimal risk. Nothing in
this instruction is intanded to limit the suthority of s
health care practitioner to provide emergency medical care
under applicable law of the jurisdiction in which the care
is provided or of commanders in the discharge of atsigeed
duties or responsibilities.

4. Background. The use of humans as research subjocts
ha# received considerable national and intemnational
atiention in receat years. Research using human subjoets
is of ten essential for carrying out sssigned responsibilisies.
Commanding officers, scientific and technicsl program

mansaerz and project disactors require timely suidance
concerning our moral, ethical and legal obligations to the
subjects. All projects must be conducied in a manner

which will afTosrd maximum protection to the subject.

5. Definitions. Terms used in this instruction, as defined
in reference (b), sre modified as follows:

8. Humen Subject. A living person from whomare- (R
searcher obtains data through interaction with the individ-
ual, or the individual's records, including both physical
procedures and manipulations of the subject or the sub-
ject’s environment. The term “human subject” as used in
this instruction does not spply 10 those military or civilian
personnel who are professionally qualified by training and
experience and specifically assigned to participaie in re-
search, testing and evaluation by virtue of such qualifica-
tion, such s test pilots, test parachutists, test divers and

est engineers.

b. Non-U.S. Citizans. Foreign nationals, excluding, (A
for the purposes of this instruction, persoanel on sctive
duty as members of the U.S. military services,

¢. Ressarch. A sysiemaiic investigation designedto (R
develop or contribuse io generalizable knowledge, to in-
clude any project, sk, 1est, experiment, cvaluation, or
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similar undertaking in humans concerned with health care
of members of the military community, including active
duty, retired and dependents. Activities which meet this
definition constitute “research” activities. For purposes

of this instruction, the terms *‘research,” “clinical research,”
“clinical study,” “study,” and “clinical investigation’' are
deemed to be synonymous. The term does not include
individual or group training of military personnel in areas
such as combat readiness, effectiveness, proficiency, or
physical fitness.

d. Assurances. All federally funded activities engaging
or intending to engage in research, pursuant to this instruc-
tion, shall have a statement of assurance in accordance
with reference (b) and other directives, as applicable.

e. Risk. The possibility cholog:
ical, sociological, or other - as a consequence of any act or
omission that goes beyond the application of established
and accepted methods or procedures which are in an
individual's best interests, or increase the possibility of
harm inherent in his/her daily life or in his/her occupation
or field of service. Determination of the nature and degree
of risk is a matter of common sense and sound professional

judgmen.

of harm - physical,
=4 T

f. Minimat Risk. For purposes of this instruction
“minima) risk™ is as defined by the concept of minimal
risk described in reference (b). Reference (b) defines the
concept of “minimal risk™ as an anticipated risk of harm
no greater in probability and magnitude than that ordinarily
encountered in daily life or during the performance of
routine physical or psychological examinations or tests.
The Secretary of Health and Human Services has published
a list of categories of research involving no more than
“minimal risk” and which may be reviewed by instituiionai
Review Boards or Committees through the expedited re-
view procedure authorized in Section 46.110 of refer-
ence (b). [See enclosure (2)] . This list will be amended,
when appropriate, through periodic republication of the
Federal Register and subsequent changes to this instruction.

g. Contract. Any contract, grant, interagency transfer
or other agreement by which appropriated funds allocated
to the Department of the Navy are made available to any
individual or organization. The term “contractor” shall
include any individual or organization who is a party to
a contract with the Navy.

h. Organization. Any Federal, State, municipal or
other government agency, or any corporation, institution,
foundation, agency, or other legally accountable entity.

(=]

i. Prisoner. Any person who is involuntarily confined
in a penal or correctional institution, whether such in-
stitution is for the confinement or rehabilitation of juve-
nife offenders, o1 persons charged with or convicted of
criminal offenses, or for other purposes.

j. Protocol, The detailed plan by which a research (R
project is to be conducted and which contains, as a mini-
mum, the objectives of the research project, the method
and means by which they are to be achieved, an analysis
of potential risk to human subjects and contraindications,
safety measures, and other means to be used to reduce
any risks to human subjects. Manufacturer’s information,
Investigational Drug Number, Investigational Device Num-
ber, and results of phase | studies must be provided on
any investigational drug or device to be used.

k. Investigational Drugs. New drugs not yet approved (A
by the FDA for general use and marketing, intended solely
for investigational use by experts qualified by scientific
training and experience to investigate the safety and
effectiveness of drugs, and exempted from the prohibition
of introduction, or delivery far introduction, into inter-
state commerce for use in humans.

2. Investigational Device. Any device that is used in an {A -
investigational study invelving human subjects, where the w
study is for the purpose of determining the safety or
effectiveness of the device.

m. Investigationa! Biologic. A new biological product, A
i.e., any virus, therapeutic serum, toxin, antitoxin, or
analogous product used in the prevention, treatment, or
cure of disease or injury in humans, that is subject to
license under Section 351 of the Public Health Service Act.

n. Study,. in this instruction, a generic term for re-
search.

0. Institutionalized Mentally Disabled Person. Any (R
person who is confined, whether by court order, volun-
tary commitment, or otherwise, in an institution because
of required care andfor treatment for the mentally ill, the
mentally retarded, the emotionally disturbed, the psychotic,
the senife and others with impairments of a similar nature,
regardless of whether or not such person has been deter-
mined to be legally incompetent, and regardless of whether
or not he/fshe is capable of giving legally effective informed
consent. The term *institution,” used in this sense, shall
not apply to medical or dental treatment facilities.

p. Legally Authorized Representative. An individual or
judicial or other body authorized under applicable law to
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consent on behall of a prospective subject to such sub-
ject's participation in the particular activity or procedure.

q. Expedisd Review Procedurs. A specifically dele-
gated procedure for use by Institutional Review Boards
or their military equivalents which are established by
commanding ofTicers and officials having approval authority
fos research involving human subjects, as set forth in
paragraph 12, in reviewing some or all of the research
proposals examined if the research clearly involves no more
than minimal risk as defined in reference (b), Section
#6.110. (Sec enciomire {2)). Deicgaiion of this expedited

approval suthority must be specifically authorized.

6. Pokicy. Uninformed or non-voluntary human beings
will not bs used as research subjects provided that this
limitation shall not apply 10 measures intended to be
beneficial to the recipient and consent is oblained from a
legal representative acting on the recipient’s behalf. Fur-
ther, such use of humans a3 research sybjects will be con
fined to reseasch which is necessary, scientifically sound,
reasonably safe, and in which the benefit to be derived
clearly justifies the risk incurred by the subject.

7. Consamt Standesrde. Except as provided elsewhere in
this instruction, no investigator may invoive 2 human
being as 3 subject in a research study covered by these
regulations unless the investigator has obtained the legally
effective informed consent of the subject or the subject’s
legally authorized representative. An investigator shall
seek such consent only under circumstances thay provide
the prospective subject or the representative sufficient
opportunity to consider whether or not to participate and
that minimize the possibility of coercion or undue in-
Nuence. The information that is given to the subject or the
represeniative shall be in language understandable 1o the
subject or the representative. No informed consent,
whether oral or written, may inciude any exculpatory
language through which the subject or the representative
is made 10 waive or appear 10 waive any of ihe subject’s
legal rights, or release of appear (o release the investigator,
the 3ponsor, the institution or its agents from liability for

negligance.

s Basic elements of informed conwent. Except as
provided elsewhere in this instruction. the following in-
formation shall be provided 10 each subject in seeking in-
formed consent:

{1} A statement that the study involves research.
an explanation of the purposes of the research and the
expected duration of the subject’s participation, 2
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description of the procedures i0 be followed, and idegtifi-
cation of any procedures which are experimental;

{2) A description of any ressonably foreseesble
risks o7 discomforts to the subject;

{3} A dexcripton of any benefits 10 the subject or
1o others which may ressonably be expected from the
research;

{4) A disclosure of sppropriste alternative procadures

or courses of treatmeni, if any, thai might be sdvaniageous
to the subject;

(5) A statement describing the exient, if any, t0 A
which confidentiality of records identifying the subject
will be maintained;

(6) For research involving more than minimal risk, (A

an explanation as to whather any compensation and/or
medical treatments are available if injury occurs and, if
30, what they consist of, or where further information
may be obtained;

(7} An explanation of whom to coniact for ansewers (R
10 pertinent questions about the research and research
subject’s rights, and whom 10 contact in the event of 3
research-related injury to the subject: and

{8) A statement that pasticipation is voluntary, re- (R
fusal to participste will involve no penalty or loss of
beneflts to which the subject is otherwise entited, and
the subject may discontinue participstion 3t sny time
without penalty or loss of benefits to which the subject is
otherwise entitled.

b. Additional elements of informed consent. When
studies are deemed Lo be of more than minimal risk, the
following elements of information shall be provided to
each mbject:

(A

{1} A suatement that the particular treatmeat or A
procedure may involwe risks io the subject (or Lo the em-
bryo or fetus, if the subject is or may become pregnant)

which are pressnty unforesecable |

(2} Antcipawed circumstances under which the sub- (A

ject’s participstion may be terminated by the investigator

without regard (o the subject’s consent;

(3} Any additions] costs 10 the subject that may re- (A
sult from participation in the research;
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(4) The consequences of a subject’s decision to with-
draw from the research and procedures for orderly termi-
nation of participation by the subject without prejudice
to the subject. In all instances where abrupt withdrawal
would be hazardous to the subject; e.g., medication regi-
mens which require gradual reduction, appropriate safe
discontinuation procedures will be followed, and the
subject advised;

{5) A statement that major new findings developed
during the course of the research, which may relate to the
subjects willingness to continue participation, will be
provided to the subject;

{6} The approximate number of subjects invalved
in study; and

(7) A statement that informs the subject that the
Food and Drug Administration (FDA) may inspect the
research records, in projects where this is applicable.

¢. Nothing in this instruction is intended to limit the
authority of a physician to provide emergency medical
care, to the extent the physician is permitted to do so0
under applicable federal, state, or loczal law.

d. All consent must be documented in the presence of
a witness not directly involved in the study. The subject
and his or her legally authorized representative, if any,
shall be given an adequate opportunity to read the consent
statement and to ask questions about i1. This consent
statement must be then signed by the subject or his or her
legally authorized representative and by the witness not
directly involved in the study. [t should be emphasized
that the essence of voluntary, informed consent is a full
discussion of the nature of the study between a scientifi-
cally competent person and the prospective subject and/or
his or her legally authorized representative. The consent
statement shall show that such a full and responsive
discussion took place and should embody all of the basic
etements of the consent standards. If the Institutional
Review Board or its military equivalent determines that
the research presents no more than *minimal risk™ or harm
to the subject and involves no procedures for which
written consent is normally required outside of the research
context, it may recommend waiver of the requirements
for the investigator 10 obtain a signed consent form for
some or all subjects involved.

a. Under the exceptional circumstances in which the

-use of written consent is not possible; e.g., subject with

upper extremity disability, oral consent may be authorized

by the commanding officers and officials of Navy activities
conducting research upon the recomimendation of a Re-
view Committee established in accord with paragraph 10
of this instruction. Oral consent is subject to all require-
ments applicable to written consent except that the
signature of the subject is not required.

f. The use of implied consent is expressly prohibited.

g. All consent, whether written or oral, must be re-
corded on an appropriate consent statement, together
with the signature of the witness and the investigator and
dated. Appropriate records will be maintained to docu-
ment that consent was obtained.

h. Third party consent, i.e., that given by parents, legal (R
guardians, next-of-kin, or other legally authorized third
party representatives, may be used when (1) the prospec-
tive human subject is legally incapable of giving informed
consent, and {2) the measures to be used are intended to
be beneficial to the subject. When third party consent.is
used, the protocol must specifically so indicate and pro-
vide adequate justification for its use with due regard to
the factual ability of the subject to give informed consent.
Each consent statement involving the consent of a legally
authorized representative should be reviewed to ensure
legal sufficiency.

i. The subject in all studies shall be made aware of the
provisions of reference (f) and an appropriate Privacy
Act statement shall be included with the consent state-
ment.

8. Study Standards. The following standards shall be ad- (A
hered to in the performance of all research projects and
clinical investigation involving hyman subjects:

a. The study must contribute to human benefit,and (R
have reasonable prospects of yielding important results
which are not known to be obtainable by other methods
or means of study.

b. The number of human subjects used will be kept to
the minimum necessary to achieve the anticipated results.

c. The study will be conducted 10 avoid all unnecessary
physical or mental discomfort, suffering, or injury.

d. No study will be initiated il there is any reasonto (R
believe that death or disabling injury is likely 10 occur as
a result of participation. Sufficient animal or laboratory
experiments must have been completed to provide assur-
ance of reasonable safety of the proposed study prior to use.
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o. The dagree of sisk 10 be 1aken shall never axcoed
that dessimined 10 be required by the urgency or impori-
ance of the objectives 10 which the study ie related.

f. Propes preparsiions shall be made, and adequare
facilities provided, 10 protwect the human subject ageinst

sl powiblidies of injury, dissbiity oc death.

g The swudy shall be coaducied only by persons
possessing the requisite scienufic qualifications. The high-

ot dagges of skill snd care will be required during all siages
of ihe sudy by persoas who conduct or assist in the study.

h. The subjsct shall have no physical or menial con-
disions which will make participetion more hazardous for
him or has thes it would be for @ normal healthy person,
valess such coadition is & necessery prerequisite for the
perticulars study involved. The use of a human subject
diagnosed with such a pre-existing condition must be
specifically spproved in sdvance for that particular proto-
col.

i, The person conducting ihe siudy and esch member
of the investigative 1ewm shall be prepared to teminate
the subject’s perticipatioa st any stage il they have reason
10 beliave sven though good faith, superior skill, and care-
Mol jodgamant sve axercised that contimeetion is likely 1o
result in injury, dissbility or desth 1o the subject.

i There shell ba o greater intrusion into the privacy
of the swbject than is sbeolutely necessary for the conduct
of ihe swedy.

k. Prisoners will not be used as subjects under any

e maa e s

2. lastitvtionslited mentally dissbled persons will not
be uaed 88 subjects if the proposed study is deemed 1o
presont more than minimal risk. The expedited aview
procedurs may not be used for swudies involving this
special populaiion. The tenm “instiaution,” used in this
sunpe, shall not 3pply 10 medical or dental trestment
hcilities.

m. Whan more than one Military Deparument becomes
involved in the conduct of research using human subjects,
the guideace set forth in reference (a), subparagraph E.3.b.,
shall apply with respect to determination of the Military
Depariment which has responsibility for appointing a
Raview Commitiee and approving or disapproving the
redsssnh protozol.
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n. When remarch is conducied ouiside the Umited (A
Suates involving the use of mon-U).S. citizens as hosnen
subjecis, tha laws, customs snd peactices of the souniry
in which ressarch is coaducted, or those required by this
instroction, whichever are more stringent, shall iske
precedence. The ressarch shall meet the same swadards of

athins and safaiyu that anaby in reassarsh rnadastad within
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the United Siawms involving U.S, citizens,

9. Additionat Sefeguards. In all research the following
safeguarde shall be required as sdded protection for sub-

jects:

a. A physicisn or dentist, miitary o« civilian, shall be (R
responsible for the medical os denial welfare, respectively,
of all subjecis. This person shall be someone other than

the principel investigator.

b. During or sfies sny swdy, medical or dental treat-
ment, including hospilalization if necessary, will be pro-
vided 10 say subject who mquires such treatment or
hospltalization as » resule of his/her pariicipstion in the
study, s soon s such need is recognized.

6. Where spproprisie, provisions shall be made in ad-
vance for rapid medical evacustion of subjects (o an sde-
quste hospiial facllity, military or otherwise, in case of
emergency.

10. Review Committess. Commanding officers snd desig- (R
nated officiels of Navy sciivities conducting research shall
establish & Review Conunitise equivalent 10 the Instive-

tional Review Boerd in sccordance with references (2) and
{b). This commitiee will make sdvisory recommondstions

swthorkty.

a, The Commities shall be sppointed in sccordance (R
with reference {0) as modified by relerence (a). Commitioes
evalusting proposals for Navy support must have at lesst
one phiysician present s an ad hoc member if the propocal
involves more than “minimsl risk.” Appointment of
quslified personnel 1o Raview Commitices is & matter of
the sound judgment of the spproval authority. The Com-
mitter must be sufTiciently qualified through the mserity,
experience, and axperiise of its membership, (0 ensure
respect for its sdvice snd counsel (or safeguarding the
righis snd welfere of homan swbjects. in addition 10 pos-
seming the profesionsl competence necemsary to provide
initia) and continuing review of sach proposed siudy, the
Commities must ba sble 10 sscertain the scceptability of
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the research in terms of institutional commitments and
regulations, applicable law, standards of professional con-
duct and practice, moral end ethical standards and com-
munity attitudes. If the approval authority elects to
appoint an attorney to the Review Commitiee, appoint-
ment shall be made from JAGC or OGC personnel. Simi-
larly, when 8 physician is appointed hefshe shall be a
member of the Navy Medical.Corps and if a clergyman is
eppointed, he/she shall be a member of the Navy Chaplain
Corps. No Committee shali consist entirely of members
of a single profession or entirely of members, officers,
employees, agents of, or persons who are otherwise asso-
ciated with the in-house activity or cantractor facility
concerned. Members of Committees convened by Federal
Government activities must be govenment employees. No
person shall be involved in either the initial or continuing
review of any study in which he/she has g direct interest,
except to provide information requested by the Committee.
No less than five appointed members will constitntte a
committee. A quorum of appointed members must be
present to convene a meeting. Unless deemed impractical
by the commanding officer and/or official with approval
authority, the Committee shall not be composed of all-
male or all-female membership.

b. No study involving human subjects shall be initiated
unless the protocol covering the study has been evaluated
by the Review Committee and recommendations made to
the approving authority. The review Committee may deter-
mine that the study involves no more than “minimal risk"”
as defined in reference (b), Section 46.110, and recommend
appropriate expedited review procedures for consideration
by the approval authority. Recommendations concerning
the study will be forwarded over the dated signature and
typed name and address of all Committee members present
at the meeting, and the dated signature of the approving
official of the activity. The Committee will use the criteria
in Section 46.111 of reference (b) for reviewing all studies.

¢. Procedures will be established to ensure prompt re-
porting to the Committee and the approving authority of
any proposed change in the study and any complication
or problem, including adverse reactions to biologicals,
drugs, radioisotope labeled drugs or medical devices.

d. The Committee shall maintain a continuing monitor-
ship of all human studies. Formal reviews of all approved
studies must be performed at least once a year, and in cases
of major risk, more frequently at an interval commensurate
with risks involved.

e. The Commitiee will notify the approving authority of
all issues of non-compliance with this instruction.

11. Investigational Drug Review, Under reference (e),

the Naval Investigational Drug Review Board (NIDRB) is
established to review research proposals from within the
Navy or outside contractors which involve the use of the
military community as human subjects in the conduct of
research using new drugs, devices or biologicals. This re-
view board will be staffed with highly qualified profes-
sionals capable of performing competent review on such
research proposals to ensure adequate protection of human
subjects. The DOD assumes full responsibility for the
protection of all human subjects involved in research under
ita sponsorship whether this involves investigational drugs
or other hazards. Before a research test may be performed
with an investigational drug, device, or biologic, the plan
of the test and other pertinent details must be submitted
to this review hoard. The NIDRB must give its approval,
and the approval must be confirmed by the Chief of Naval
Operations (Director of Naval Medicine/Surgeon General).

(A.

12. Responsibilities (R
8. Research, Development, Test and Evaluation Managed
Research :

{1} Agistant Secretary of the Navy {Research, Engi-
neering and Systems). The Assistant Secretary of the Navy
(RE&S) will endorse and forward to the Under Secretary
of Defense for Research and Engineering for approval all
studies involving actual exposure of human subjects to
nuclear weapons effects or chemical warfare agents,

{a) Prior approval of the Assistant Secretary of
the Navy (RE&S) will be obtained for use of human sub-
jects in proposed contractor and inhouse studies in the
following categories:

1 research projects involving classified re-
search:

2 research projects involving severe and
unusual intrusions, either physical or psychological, on the
person of the human subject (e.g., consciousness-altering
drugs, mind-control techniques, abnormal environments
involving extreme risk);

3 research projects involving potential
political or public embarrassment to the Department of
the Navy;

4 such other research projects as may be
designated by the Assistant Secretary of the Navy (RE&S).



(bl Requests for approval for use of human
R) subjects in studies in the above categories will be for.
warded to the Amistant Secretary of the Navy (REAS) via:

1. The Chief of Naval Operations (Director

of Navil Medicine/Surgeon General).

2. The Chiel of Naval Personnel and
Deputy Chief of Staff for Manpower (Masine Corps), as
appropriste, and

3. The Chief of Naval Operstions (Director,
Research, Development, Test and Evaluation).

{2) Chisf of Naval Resesrch. The Chief of Naval

Rescarch is responadble for providing guidance and estab-
lishing and monitoring procedures consistent with this

R) instruction for the protection of human subjects in smdies
funded by the OfTice of Naval Research and conductsd by
contractors using subjects other than Navy or Marine
Corps personnel or employees of the Department of the
Navy.

(3} Chief of Naval Qperations (Direcwor of Naval
Moedicine/Surgeon General). The Chiel of Naval Operations
{Director of Naval Medicine/Surgeon General) is responsible
for providing guidance and establithing and moniioring
procedures congistent with this instruction for the protec
ton of human subjects in studies conducted by Navy
sctivitles or by contractors using Navy or Marine Corps
personnel or employees of the Depantment of the Navy,
The Chief of Naval Operations (Director of Navai Medicine/
Surgoon General) is delegated approval authority for the
use of human subjects in ’ll Navy in-house proposed re-
search projects and contractor siudies using Navy or
Marine Corps personnel or employees of the Department
of the Navy which do not require Assistart Secretary of
the Navy (REAS) spproval as specified in subparsgraph
12a(1) above. The Chiel of Naval Operations { Director of
Naval Medicine/Surgeon General) may further delegate this
approval suthority as appropriste. In endorsing requests
for spproval for the use of human subjects addressed to
the Assistant Secretary of the Navy (RE&S), as described
in subparagraph 12a(1) above, the Chicf of Naval Openations
{Diroctar of Naval Medicine/Surgeon General) is responsi-
ble for the agsessment of the risk 10 the human subjects
presented by the research proposal and the adequacy of
protection against this risk,

(4) Chisf of Neval Personmal and Deputy Chief of
Sutf for Manpowar (Marine Corps). 1n endorsing requests
for approval for the use of human subjects addremsed to
the Assistant Secretary of the Navy (RE&S) as described

—
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under subparagraph 12a(1) above, the Chief of Naval (R
Personna! or the Deputy Chief of Staff for Manpower
(Marine Corps), as appropriste, s responsible for

sddrassing the appropristeness of using military personnel

for the stated purpose and their availability for use as
voluniser subjects.

(S} Chief of Naval Operations (Dirsctor, Ressarch, (R
Devalopment, Test and Evaluation). In endorsing requests
for approval for the use of human subjects sddressed to
the Astistant Secretary of the Navy (REAS) as described
under paragraph | 2a(t) above, the Chief of Naval Opers-
tions { Director, RDT&E) is responsitiie for assessing the
requirement for the proposed rescarch and justification
for the risk involved. 11, in the judgment of the Chief of
Naval Opernations (Director, RDT&E) 1 logal review of
the proposed use of human subjects is advisable, such
logal review will be oblained from the Office of the Judge
Advocate Genenl.

(8} Commanding Officers of Naval Activitiss. Com (R
manding officers of 1hose naval activities conducting re-
search to whom spproval authority is delegated by the

ieartne ~nf Naval “""“iﬁaf
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Surgoon Generaf) will sstablish appropriate Review Com-
mitioes st their activitios to amist them in accordance with

the guidance contained in panagraph 10 above, A com

" manding officer may not spprove research for which he

or she is also » principal or coinvestigator. Such research
shall be reviewsd and spproved st a higher schelon of
command. If the Review Committee recommends safe-
guards or special conditions to a protocol it is recomn-
reduce the safeguards or conditions upon approving the
protocol. The commanding officer may require additional
safeguards, may disapprove the protocol, or may refer it
to a higher approving suthority and Review Committee,

{a) In all studies that involve medically invasive (R
schniques or are judged by the Review Committee to
involve more than minimal risk but less than that requiring
Assistant Secretary of the Navy (RE&S) appioval, the
approving suthodity must be a physician or dentist, as
appropriste, In research sctivities where the commanding
officer is not a physician or dentist, the study will be
forwarded via the chain of command to the first echelon
having 1 medicat or dental officer in commuand, as appro-
priate, or to the Chief of Naval Operations (Direcior of
Naval Medicine/Surgeon Genenl) for review and approval.

(b) Notificstion of ail approvals of proposed
studies shall be provided to the Assistant Secretary of the
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Navy (REAS) via the chain of command at leat ten work-
ing days before the initiation of the study. The notification
shall provide a brief description of the study and its pur-
pose. A copy of each notification involving a reseasch
project shall be provided to the Chief of Naval Operations
(Director, RDTAE). A copy of each notification relating
to research projects invoiving the use of sctive duiy Navy
or Marine Corps personnel shall be provided to the Cluei
of Naval Personnel or the Deputy Chief of Staff for Man-
power (Marine Corps), as appropriate.

b Clinical Investigation Program {CIP) Managed Re-
ssarch

A) {1) Commandar, Naval Madical Command, Wash-
ington, D.C. The Commande:, Naval Medical Command
will provide guidance with regard 10 the implamentation
of this instruction within all naval medical facilities.
Monitoring procedures will be established for all protocols
funded and conducied within this line of suthority. The
Commaader, Naval Medical Command will endorse sli
requests forwarded to the ASN (RE&S). Semiannually, or
as required by higher authority, the Commander, Navsl
Medical Command will forward 10 ASN (REAS) » listing
of all active research studies being conducted under the
Clinical Investigation Program which are govesned by this
instruction.

A) {2) Chisf of Naval Operatioms (Director of Naval
Medicine/Surgeon Gensral). The Chief of Naval Opesations
(Director of Naval Medicine/Surgeon Generul) will provide
policy guidsnce, as required, for all clinical investigations
conducied within naval medical or dental commands. The
Chief of Naval Openations (Director of Naval Medicine/
Surgeon General) will endorse all requests forwarded to
the ASN (RE&S).

A} (3) Amistant Secretary of the Navy (Ressarch, En-
gineering and Systams). The Assistant Secretary of the
Navy (REAS) will approve all clinical investigation pro-
posals in the following categories:

{s) proposals involving severe and unusual in-
trusion, either physical or psychological on the person of
the human subject;

{b) proposals involving potenuasl palitical or
public embarrassment to the Department of the Navy;

() all classified projects: and

{d) such other projects or categories as may be
designated by the Assistant Secretary of the Navy (Re-
search, Engireening and Systems).

(4) Commanding Officers ol Navy Metical and A
Dental Activities

(s) Except as provded by subparagraph 12b(4)
(b) below, no chnkal invesiigation shall be initiated in a
naval hospital uniil the protocol has been reviewed and
approved by the appropnate Review Commuttee, approved
by the commanding oiTicer of the naval medical acuivity,
and approved in accordsnce with subparagraphs 12(b)(1),
{2) and (3) above.

{b) Subject to such additional guidelines 2s may
be prescribed by the approvel authority, the attending
physician may initiate clinical investigation in an emer-
gency situation where such investigation in his/her profes-
sional judgment is required io prolonl lhe life of the
10 lhls lulhoﬂly, the appmpuue feview com:muee will
review the investigation and report via the Naval Investigs-
tional Drug Review Bosid 10 the Chief of Naval Operstions
(Director of Naval Medicine/The Surgeon General) within
tea working days of the initistion of the study.

13. Contractor Studiss. No contract for any research proj- (R
&ct involvin; the use of human subjecu shall be awarded
undess the organization applying {oc the contract meets all

the provisions of references (3), (b) and (c) of this instruc-
tion. Additionsl information, as required, must be provided

to the approving ofTicial.

14. Maintanance of Records. All records associated with (R
the use of human subjects in research projects shall be re-
tained permanenily in sccordance with reference (g). In
addition, a copy of the consent staiement signed by the
subject or his legal representative, investigator, and witness
shsl be filed in the subject’s medical records together with
sufficient documentation to identify clearly by name or
code any drugs administerod —whether investigstional or
not—investigationsl procedures performed, and major
observations, including any adverse effects. The mainte-
nance of such records is the responsibility of the approving
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Code of Federal Regulations 45 CFR 46(b)

46.101

(b} Research activities in which the only involvement of human subjects
will be in one or more of the following categories are exempt from these
regulations unless the research is covered by other subparts of this
part:

(1) Research conducted in established or commonly accepted educational
settings, involving normal educational practices, such as (i) research
on reguiar and special educational instructional strategies, or (i)
research on the effectiveness of or the comparison among instructional
techniques, curricula, or classroom management methods.

(2) Research involving the use of educatfonal tests {(cognitive,
diagnostic, aptitude, achievement), if information taken from these
sources is recorded in such a manner that subjects cannot be fdentified,
directly or through identifiers linked to the subjects.

(3} Research involving survey or interview procedures, except where
all of the following conditions exist: (i) responses are recorded in
such a manner that the human subjects can be identified, directly or
through identifiers linked to the subjects, (ii) the subject's responses,
if they became known outside the research, could reasonably place the
subject at risk of criminal or civil liability or be damaging to the
subject's financial standing or employability, and (iii) the research
deals with sensitive aspects of the subject's own behavior, such as
illegal conduct, drug use, sexual behavior, or use of alcohol. Al
research involving survey or interview procedures is exempt, without
exception, when the respondents are elected or appointed public officials
or candidates for public office.

(4) Research involving the observation (including observation by
participants) of public behavior, except where all of the following
conditions exist: (i) observations are recorded in such a manner that
the human subjects can be identified, directly or through identifiers
linked to the subjects, (ii) the observations recorded about the individual,
if they became known outside the research, could reasonably place the
subject at risk of criminal liability, and {iii) the research deais with
sensitive aspects of the subject’'s own behavior such as illegal conduct,
drug use, sexual behavior, or use of alcohol.

(5) Research iavolving the collection or study of existing data,
documents, records, pathological specimens, or diagnostic specimens, if
these sources are publicly available or if the information is recorded

by the investigator in such a manner that subjects cannot be identified,
directly or through identifiers linked to the subjects.

Enclosure (1)
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RESEARCH ACTIVITIES WHICH MAY BE REVIEWED
THROUGH EXPEOITED REVIEW PROCEDURES

Research activities fnvolving no more than the minimal risk and in which the
only involvement of human subjects will be in one or more of the following
categories (carried out through standard methods) may be reviewed by the Insti-
tutfonal Review Board through the expedited review procedures authorized in
46.110 of 45 CFR Part 46.

(1) Collection of: hair and nail clippings, in a nondisfiguring manner;
deciduous teeth; and permanent teeth if patient care indicates a need for
extraction.

(2) Collection of excreta and external secretions fncluding sweat, uncan-
nulated saliva, placenta removed at delivery, and amniotic fluid at the time of
rupture of the membrane prior to or during labor.

{3} Recor of of age or older using non-

ding data u years
invasive procedures routinely employed in clinical practice. This includes the
use of physical sensors that are applied efther to the surface of the body or at
a distance and do not involve input of matter or significant amounts of energy
into the subject or an fnvasion of the subject's privacy. It also includes such
procedures as weighing, testing sensory acuity, electrocardiography, electro-
encephalography, thermography, detection of naturally occurring radioactivity,
diagnostic echography, and electroretinography. It does not include exposure to
electronag?etic radfation outside the visible range (for example, x-rays,
microwaves).

from subjects 18 year

(4) Collection of blood samples by venipuncture, in amounts not exceeding
450 milliliters in an efght-week period and no more often than two times per
week, from subjects 18 years of age or older and who are in good health and not
pregnant.

(5) Collection of both supra- and subgingival dental plaque and calculus,
provided the procedures is not more invasive than routine prophylactic scaling
of the teeth and the process s accomplished in accordance with acceptable pro-
phylactic techniques,

{6) VYoice recordings made for research purposes such as investigations of
speech defects.

(7) Moderate exercise by healthy volunteers.

(8) The study of existing data, documents, records, pathological specimens,
or diagnostic specimens,

(9} Research on individual or group behavior or characteristics of individ-
uals, such as studies of perception, cognition, game theory, or test develop-
ment, where the investigator does not manfpulate subjects’' behavior and the
research will not involve Stress to Subjects.

(10) Research on drugs or devices for which an investigational new drug
exesption or an investigational device exemption is not required.

SOURCE: 46 CFR 8392 Enclosure



